CLAIM AMENDMENTS: 



1. (Currently Amended) A microparticle having on adoorbont ourfao e , said mioropartiol e 
comprising: 

a biodegradable polymer; s e l e cted from tho group conflicting of a poly( a hydroxy ocid\ 
a polyhydroxy butyrio aoid, a polyooprolooton e , a polyorthoeqtor, a polyanhydrido, and a 
polyoyonoaorylato; and 

a detergent selected from a cationic detergen t and an anionic detergent: and 
an immunological adjuvant wherein said immunological adjuvant is adsorbed on the 
surface of said microparticle . 

2. (Currently Amended) The microparticle of claim 1 , further comprising an antigen derived 
from a pathogenic organism or a tumor, wherein said antigen is adsorbed on the surface of said 
microparticle. encapsulated within said microparticle, or both, furth e r comprising a firot 
biologically aotiv e maoromol e oul e adsorb e d on th e surface th e r e of, wher e in th e first biologically 
activ e maoromolooulo is at l e ast on e memb e r o e l e ot e d from tho group consisting of a 
polypeptide, a polynuolootido, a polymioloooido, an antigen, a.pharmaooutioal, a hormon e , an 
e nzyme, a transcription or translation mediator, on intermediat e in a m e tabolio pathway, an 
imiminomodulator, and an adjuvant. 

3. (Currently Amended) The microparticle of claim-£ L wherein the biodegradable polymer is 
selected from the group consisting of a polyfohydroxy acid), a polyhydroxy butyric acid, a 
polycaprolactone. a polyorthoester. a polvanhvdride, and a polvcvanoacrvlate.- figtfeer 
comprising _a s e cond biologically activ e maoromol e oul e encapsulat e d within s aid micropprtiol e , 
wh e r e in th e s ooond biologically aotive macromolooulo is at least ono member s e l e ct e d from th e 
group oonoioting of a polypeptid e ^ o polynucl e otid e ! a polynucleooido, on antigon, 
^pharmac e utical, a hormon e , an e nzym e , a transcription or - tronslaticm m e diator, an intermediate 
in a metabolic pathway, an immunomodulator, and an adjuvant. 
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4. (Currently Amended) The microparticle o f any of olnimo 1 3 claim L wherein the 
microparticle comprises a poly(a-hydroxy acid) selected from the group consisting of poly(L- 
lactide), poly(D,L-iactide) andpoly(D,L-lactide^co-glycoUde). 

5. Cancelled. 

6. (Currently Amended) The microparticle o f any of oloimo 1 5_ claimX wherein the 
micro particle comprises d o torgont io a cationic detergent. 

7. (Currently Amended) The microparticle o f - ony of oloimo 1 S, clamLL wherein the 
microparticle comprises d otorgont is an anionic detergent. 

8. (Currently Amended) The microparticle o f any of claims 1 5_ clajm2, wherein the antigen is 
an antigen comprising a polypeptide, dotorgont io on nonionio d e terg e nt 

9. (Currently Amended) The microparticle of any of claims 2 8_ claim2> wherein th e antigen is 
an antigen comprising a polynucleotide, firat biologically active macromolooulo io an antigen 
goloct e d from the group consisting of gpl20, p24gag 3 p55gag, and Influenza A hemagglutinin 
antigen. 

10. Cancelled, 

1 1 . (Currently Amended) The microparticle o f any of oloimo 3 10. dainLL wherein the 
microparticle further comprises an immunological adjuvant encapsulated within the 
rnicroparticle. s QCond biologically aotiv e mnoromol e cul e is an adjuvant. 

12. (Currently Amended) The microparticle o f any of olaims 1 11 claim U wherein the 
immunological adjuvant is selected from a CpG oligonucleotide, an E. coli heat-labile toxin, a 
monophosphorvlipid A compound, and an aluminum salt. 



13. (Currently Amended) The microparticle of claim 2_ wherein the microparticle comprises a 
rationic detergent. A mioropartiolo composition oomprioing a mioroportiolo of any of claims t 
12 and a pharmacouticQlly acceptable) oxcipiont 

14. (Currently Amended) The microparticle of claim 2. wherein the microparticle comprises an 
anionic detergent _ A mioTopgrtiole composition com prising a mioropoitiolo aooording to any of 
claimc 113, furth e r comprising on adjuvan t 



15. Cancelled* 



16. Cancelled. 



17. (Currently Amended) A method of producing a microparticl e having an adsorbent aurfaoe , 

said method comprising the steps of: 

(al providing an emulsion d igponring amixtur ec omprising C\) an organic solv ent, (ii) a 
biodegradab le pol ymer, (iii) water and fiv> a detergent selec ted from a cationic detergent and an 
anionic detergent, of a polymer solution and a dotorgemt, wherein th e polymer solution 
comprises a polymer aolootod from tho group consisting of a poly(a hydroxy acid), a 
polyhydroxy butyrio acid, a polyooprolaoton e , apolyorthoeator, a polyanhydrido, aa d-a 
polyoyanoaory 1 ate, wherein the polymer is present at a concentration of about 1% to about 30% 
relative to the i n-aa-organic solvent, and wherein the detergent is present in the mixture at a 
weight to weight detergent to polymer ratio of from about 0.00001:1 to about 0.1:1; and 

(b) removing the organic solvent from the emulsio n; and 

(c) adsorbing an immunological adjuvant on the surface of said microparticle , 

18. (Currently Amended) The method of claim 17 wherein the detergent comprises i s-an anionic 
detergent. 



19. (Currently Amended) The method of claim 17 wherein the detergent comprises i s-a cationic 
detergent. 
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20. (Currently Amended) The method of claim 17 wherein the detergent further comprises is-a 
nonionic detergent. 

21. (Currently Amended) The method of onv of claims 17 30 claim 17 w herein the detergent is 
present at a weight to weight detergent to polymer ratio of Scorn about 0.0001:1 to abou t 0.01:1 
0,1:1 . 

22. (Currently Amended) The method of any of claims 17 20-claim 17 w herein the detergent is 
present at a weight to weight detergent to polymer ratio of from about 0.001 : 1 to about 0.01:1 
0.1:1. 



23. (Currently Amended) The method of any of claim s 17 20 claim 17 w herein the 
biodegradable polymer comprises a polvf tt-hvdroxy acid), a polyhydroxy butyric acid, a 
polycaprolactone. a polvorthoester a polvanhydride, or a polycvanoacry 1 ate, d etergent is 
prooont at a w e ight to w e igjit d e terg e nt to polymer ratio of from about 0.005:1 to about 0.01 : 1. 

24. (Currently Amended) The method o f any of claims 17 - 23 claim 17 . wherein the 
biodegradable polymer m ioropartiol e comprises a poly(ot-hydroxy acid) selected from the group 
consisting of poly(L-lactide), poly(D,L-lactide) and poly(D 5 L-lactide-co-glycolide). 

25. (Currently Amended) The method o f olaim 2 4 claim 1 7, wherein the mioropartiol e compris e s 
polvfDX laotid e oo glvoolid e ) biodegradable polymer comprises polv(lactide-co-glvcolide\ 

26. (Currently Amended) The method o f claim 25 claim 17. wherein the biodegradable polymer 
mioropartiole comprises poly(D,L-lactide-co-glycolide) and is p resent at a concentration of about 
3% to about 10% relative to the organic solvent , 

27. Cancelled. 

28. (Currently Amended) The method of claim 17. wherein said emulsion is a water-in-oil-in- 
water emulsion. 27, wherein th e mooromol e oul e io at least one member o e l e ot e d from tho group 
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ooBoiflting of a phoimaooutical, a polynucleotide, a polynuoloooido, a polypoptido, a ho r mon e , an 
enzyme, q tronooription or tranolatioa m e diator, on intermediat e in a metabolic pathway, an 
immunomodulator , an antigen, and an adjuvant. 

29. (Currently Amended) The method o f claim 17. further comprising providing an antigen 
derived from a pathogenic organism or a tumor, wherein said a ntige^ is ads orbed on the surface 
of said microparticle* encapsul ated withi n said microparticle, or both, anv of oloimfl 27 28 T 
whoroin the maeromoleoule io an antigen oolootod from th e group oonoisting of gpl20, p24gag, 
p55gag and Influenza A h e magglutinin aatigen? 

30. (Currently Amended) The method of claim 29. wherein the antigen is adsorbed on the 
surface of said microparticle. 29. wherein tho macromol e oulo in a pQlynuol e otirin whinVi nnnnHnn 

yy iaju. 

31- (Currently Amended) The method of claim 29. wherein the antigen is an antigen 
comprisin|g a polvnucleotide. onv of claims 27 30 whoroin th e datorgont in prnnnnt nt n weight , u* 
w e ight detergent to polymer ratio of from about 0,0001:1 to about 0.01 :1, 

32. (Currently Amended) The method of claim 29. wherein the antigen is an antigen comprising 

a polypeptide, onv of claims 27 30 whoroin th e det e rgent in prnfl a nt nt n wmght fr» bright 
d e t e rgent to polymor ratio of from about 0.001: 1 to about 0.01: 1. 

33. (Currently Amended) The method of claim 17, further com prising pr oviding an 
immunological adjuvant within the microparticle. o nv of claims 27 30 whoroin tho detergents 
pr e s e nt at a weight to w e ight detergent to polymor ratio of from about 0.005: 1 to about 0.01 : h 

34. (Currently Amended) A microparticle made according to the method of any of claims 17-26 
and 28- 33. 

35. (Original) A microparticle composition comprising a microparticle of claim 34 and a 
pharmaceutical^ acceptable excipient. 
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36. Cancelled. 



37. Cancelled. 



38. (Currently Amended) A method of delivering a therapeutically effective amount of a 
aae^ele^^irnmunoloBical adjuvant to a vertebrate subject comprising the step of 
administering to the vertebrate subject a microparticle composition of clajnU^a^e^fei^ 
13 16,35,0137. 



39. Cancelled. 




40. (Currently Amended) Use of a microparticle composition nfimjof nl.wif, n 16, 3 J, U1 ii 
claim 35 for treatment of a disease. 



41 . (Currently Amended) Use of a microparticle composition 
claim 35 for a vaccine. 



42. (Currently Amended) Use of a microparticle composition of aay^l^B^g^ 
claim 35 for raising an immune response. 

43. Cancelled 



44. Cancelled. 



45. Cancelled. 



46. Cancelled. 



47. Cancelled 
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48. Cancelled. 

49. Cancelled. 

50. Cancelled. 

5 1 . Cancelled 

52. (Newly added) The microparticle of claim 6, wherein said immunological adjuvant 
comprises an inununostimulating nucleotide sequence. 

53. (Newly added) The microparticle of claim 52, wherein the immunological adjuvant 
comprises a CpG oligonucleotide. 

54. (Newly added) The microparticle of claim 13, wherein the antigen (a) is adsorbed on the 
surface of the microparticle and (b) comprises a polynucleotide. 

55. (Newly added) The microparticle of claim 14, wherein the antigen (a) is adsorbed on the 
surface of the microparticle and (b) comprises a polypeptide. 

56. (Newly added) The microparticle of claim 2, wherein said antigen is selected from HIV 
antigens, hepatitis B virus antigens, hepatitis C virus antigens, Haemophilus influenza type B 
antigens, meningitis B antigens, pertussis antigens, diphtheria antigens, tetanus antigens and 
influenza A virus antigens. 

57. (Newly added) The microparticle of claim 2, wherein the antigen comprises a plasmid DNA 
molecule. 

58. (Newly added) The microparticle of any of claims 1-4, 6-9, 1 1-14 and 52-57, wherein the 
microparticle has a diameter between 500 nanometers and 30 microns. 
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59. (Newly added) The rnicroparticlc of any of claims 1, 2, 6-9, 1 1-14 and 52-57, wherein the 
microparticle comprises poly(lactide-co-glycolide). 

60. (Newly added) The microparticle of any of claims 3, 4, 8, 1 1, 12 and 56, wherein the 
microparticle comprises an anionic detergent. 

61. (Newly added) The microparticle of any of claims 3, 4, 9, 1 1, 12, 56 and 57, wherein the 
microparticle comprises a carionic detergent. 

62. (Newly added) A microparticle composition comprising a microparticle of any of claims 1-4, 
6-9, 1 1-14 and 52-57, and a phannaceutically acceptable excipient 

63. (Newly added) The microparticle composition claim 62, wherein said microparticle 
composition is an injectable composition. 

64. (Newly added) A method of delivering a therapeutically effective amount of an 
immunological adjuvant to a vertebrate subject comprising the step of administering to the 
vertebrate subject a microparticle composition of claim 62. 

65. (Newly added) Use of a microparticle composition of claim 62 for treatment of a disease. 

66. (Newly added) Use of a microparticle composition of claim 62 for a vaccine, 

67. (Newly added) Use of a microparticle composition of claim 62 for raising an immune 
response. 

68. (Newly added) A microparticle composition comprising a microparticle of claim 58 and a 
phannaceutically acceptable excipient. 

69. (Newly added) The microparticle composition claim 68, wherein said microparticle 
composition is an injectable composition. 
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70. (Newly added) A method of delivering a therapeutically effective amount of an 
immunological adjuvant to a vertebrate subject comprising the step of administering to the 
vertebrate subject a microparticle composition of claim 68. 

71. (Newly added) Use of a microparticle composition of claim 68 for treatment of a disease. 

72. (Newly added) Use of a microparticle composition of claim 68 for a vaccine. 

73. (Newly added) Use of a microparticle composition of claim 68 for raising an immune 
response. 

74. (Newly added) A microparticle composition comprising a microparticle of claim 59 and a 
phaimaceutically acceptable excipient 

75. (Newly added) The microparticle composition claim 74, wherein said microparticle 
composition is an injectable composition. 

76. (Newly added) A method of delivering a therapeutically effective amount of an 
immunological adjuvant to a vertebrate subject comprising the step of administering to the 
vertebrate subj ect a microparticle composition of claim 74. 

77. (Newly added) Use of a microparticle composition of claim 74 for treatment of a disease. 

78. (Newly added) Use of a microparticle composition of claim 74 for a vaccine. 

79. (Newly added) Use of a microparticle composition of claim 74 for raising an immune 
response. 

80. (Newly added) A microparticle composition comprising a microparticle of claim 60 and a 
pharmaceutical^ acceptable excipient. 
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81 . (Newly added) The microparticle composition claim 80, wherein said microparticle 
composition is an injectable composition. 

82. (Newly added) A method of delivering a therapeutically effective amount of an 
immunological adjuvant to a vertebrate subject comprising the step of administering to the 
vertebrate subject a microparticle composition of claim 80. 

83. (Newly added) Use of a microparticle composition of claim 80 for treatment of a disease. 

84. (Newly added) Use of a microparticle composition of claim 80 for a vaccine, 

85. (Newly added) Use of a microparticle composition of claim 80 for raising an immune 
response. 

86. (Newly added) A microparticle composition comprising a microparticle of claim 61 and a 
phannaceutically acceptable excipient. 

87. (Newly added) The microparticle composition claim 86, wherein said microparticle 
composition is an injectable composition. 

88. (Newly added) A method of delivering a therapeutically effective amount of an 
immunological adjuvant to a vertebrate subject comprising the step of administering to the 
vertebrate subject a microparticle composition of claim 86. 

89. (Newly added) Use of a microparticle composition of claim 86 for treatment of a disease. 

90. (Newly added) Use of a microparticle composition of claim 86 for a vaccine. 

91. (Newly added) Use of a microparticle composition of claim 86 for raising an immune 
response. 
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REMARKS 

Status of the Claims 

Claims 1-4, 6-9, U-14, 17-26, 28-35, 38, 40-42 and 52-91 are pending herein. Claims 5, 
10, 15, 16, 27, 36, 37, 39 and 43-51 have been deleted without prejudice or disclaimer and 
claims 52-91 have been added. 

Support for the subject matter of the new and amended claims is generally found in the 
originally filed claims. For example- 
Support for a biodegradable polymer, can be found, for example, in originally filed claim 

43. 

Support for a cationic or anionic detergent, can be found, for example, in originally filed 
claims 5 and 6. 

Support for an adsorbed adjuvant and an adsorbed antigen can be found, for example, in 
originally filed claim 2. 

Support for an encapsulated adjuvant and an encapsulated antigen can be found, for 
example, in originally filed claim 3. 

Support for a biodegradable polymer is selected from a poly(c*-hydroxy acid), a 
polyhydioxy butyric acid, a polycaprolactone, a polyorthoester, a polyanhydride, and a 
polycyanoacrylate can be found in originally filed claim 1. 

Support for a microparticle composition comprising a pharmaceutical^ acceptable 
excipient can be found, for example, in originally filed claim 13. 

Support for the claimed emulsion process, including support for a water-in-oil-in-water 
emulsion process, can be found, for example, in originally filed claim 27 and in the specification 
at p. 18, lines 10 etseq. 

Support for immunostimulating nucleotide sequences such as a CpG oligonucleotide; an 
E. coli heat-labile toxin; and a monophosphorylipid A compound can be found, for example, in 
the specification at page 21, lines 4, 12-13 and 18. 

Support for an antigen derived from a pathogenic organism or a tumor can be found 
throughout the specification. See, e.g., page 13, lines 22-26 and p. 10, lines 7-8. Note that the 
term "antigen" includes inter alia: (a) antigens containing polypeptides (for instance, proteins 
and glycoproteins-see, e.g., p. 9, lines 13 etseg.; see also, e.g., p. 13, lines 22 etseq. and 



13 



